socioeconomic indices show the south and east of England to be more affluent than the north and west, the findings in the present survey support an association between upper urinary tract stones and a high standard of living. But the finding of a higher incidence of stones in Wales than in England cannot be explained in this way. An association between living standards and stone incidence in England and Wales might partly depend on occupation, for several surveys have shown that the condition is more common among those in sedentary occupations.2 Further occupational data on patients with upper urinary tract stones in Britain arc required.
The composition of urine is greatly influenced by diet, and it has been suggested that the increase in incidence of upper urinary tract stones in Europe during this century results from changes in diet. This hypothesis is strengthened by the temporary decline in incidence observed in Norway during the war years.' The National Food Survey has shown appreciable regional differences in diet in England and Wales. There is no obvious association between any single dietary constituent recorded in this survey and the incidence of upper urinary tract stones; but the data are relatively crude, and a more detailed study of this association is indicated. Interestingly, the regional patterns in upper urinary tract stones and ischaemic heart disease5 are almost the reverse of each other, yet they are both disorders whose steep rise in incidence in industrialised countries has been attributed to diet.
Surveys in several countries have shown an association between the incidence of upper urinary tract stones and atmospheric temperature. The higher incidence of stones in the south of England conforms with this association, which may be due to decreased urinary output in warm climates, or the effect of increased atmospheric temperature on urinary composition. There is evidence that urinary calcium excretion is increased among men during the summer in Britain,6 and in summer urinary oxalate and urinary crystals may be increased.-Emergency admissions for upper urinary tract colic and stones also increase during the summer months, though admissions diagnosed as stones fluctuate less than those diagnosed only as colic (figure).
We thank Mrs Barbara Gale, who helped with the analysis of the data, and Surgeon Captain N J Blacklock, who gave us helpful advice and criticism. The data were obtained through the courtesy Summary and conclusions To determine whether the prolonged bleeding time so common in chronic renal failure (CRF) was due to defective factor VIII-related activities, as in von Willebrand's disease, vascular-factor VIII-related protein was measured in patients with CRF. Factor VIII-related protein was detected by immunofluorescence on the vascular intima of all 13 patients with CRF and greatly prolonged bleeding times. This protein was also present on the vascular intima of a patient with CRF and moderate von Willebrand's disease.
These findings support a previous suggestion that the disturbed haemostasis in patients with CRF is not linked to defective factor VIII-related activities.
Introduction
Patients with chronic renal failure (CRF) often have prolonged bleeding times.' This abnormality has been ascribed to defective platelet function2-5 or to reduced plasma concentrations of von Willebrand factor (VIIIVWF).6 But several workers' 8 have challenged the hypothesis that reduced VIIIVWF concentrations cause prolonged bleeding times because they have found either normal or increased VIIIVWF concentrations in patients with CRF.
Normal endothelium synthesises and releases both factor VIII-related antigen9 10 and VIIIVWF,"1 and both contain the same single-polypeptide subunit.'2 These activities are possibly functions of the same molecule and may be referred to as factor VIII-related protein.
The relation between plasma and vascular VIIIVWF in determining the haemostatic effectiveness of platelets remains obscure.'3 1" To complete our previous study on factor VIII concentrations in patients with uraemia,l we therefore investigated whether the factor VIII-related protein was immunologically detectable on the vessel walls of patients with CRF and greatly disturbed primary haemostasis. Summary and conclusions Data on the birth rank of miscarriages within sibships in which a case of anencephaly or spina bifida (ASB) had occurred were analysed by the Haldane-Smith statistical test. This showed that miscarriages in ASB sibships tend to have a negative birth order effectthat is, they occur in earlier rather than later pregnancies within the sibship. The strongest source of bias in this analysis-the fact that mothers tend to forget early spontaneous abortions-worked against this finding, so the negative birth order effect is probably genuine. Because ASB itself shows a negative birth order effect and because spontaneous abortions in normal sibships do not show such an effect, the additional spontaneous abortions in ASB sibships are probably of fetuses affected by ASB.
There is a high incidence of spontaneous abortion among pregnancies in sibships in which a case of anencephaly or spina bifida (ASB) has occurred.' 2Also, relatively few pregnancies in which the fetus is affected by ASB reach full term: many more are either terminated or spontaneously aborted.3 1 It seems natural to suppose that the additional spontaneous abortions in ASB sibships occur among fetuses that also have ASB.
This interpretation has now been questioned in one of the elaborations of the fetus-fetus interaction hypothesis. 7 Instead it has been suggested that ASB is somehow caused by a previous spontaneous abortion. This suggestion was supported by the observation,7 now confirmed by Laurence and Roberts," that the pregnancy immediately before the index pregnancy, which resulted in a child with ASB, is more likely to have been reported to have miscarried than the pregnancy immediately after it. In discussing this point, Clarke et a17 raise the possibility Galton Laboratory, University College, London NW1 2HE WILLIAM H JAMES, PHD, associate research fellow that miscarriages occur early rather than late in families. They dismiss this explanation, however: "The data gave no evidence for such a view, and in one series (anencephaly in Appendix 1 of Carter et al9) miscarriages came on average significantly later." In this paper I want to reconsider this point.
It is true that the percentage of pregnancies reported as miscarrying increased from 7%O in the first to 20", in the fourth birth rank in the data of Carter et al. But the question is not whether the proportion of pregnancies miscarrying increases from rank to rank, but whether within sibships the probability of having a miscarriage increases from rank to rank. These two questions are not the same; indeed, it would be possible for the incidence of spontaneous abortion to rise with birth rank even if the probability of a spontaneous abortion declined within indi- sampling variance of 19311. This gave a z score of 2-6 (P<001). These data therefore strongly suggested that miscarriages in ASB sibships tended to occur among the earlier rather than the later pregnancies.
Sources of bias
Studies on birth order effects are notoriously susceptible to bias so it is worth considering some of the sources of bias.
Memory-Rates of reported spontaneous abortion may be categor-
